In a longterm study, we 
Coeliac disease is a gluten sensitive enteropathy resulting in a flat intestinal mucosa, high plasma antigluten IgG, IgA, and antiendomysium (reticulin) antibodies in addition to the well known clinical appearance with pronounced malnutrition.' The disease varies in severity from patient to patient. Even within a single family, patients with latent totally asymptomatic disease, and patients with severe symptoms, unless treated, may develop into a disabling disease. It has long been thought that patients with coeliac disease should remain on a life long gluten free diet; particularly as Holmes et al have suggested that the diet protects from developing malignancies of the gastrointestinal tract. 4 Moreover, Kelly et al have recently reported that 26 of 218 children who were initially diagnosed with coeliac disease did not suffer a relapse after the reintroduction of gluten into their diet. ' Thus these 26 patients would be diagnosed with what has been referred to in the literature as 'transient' coeliac disease. 6 Although permanent intolerance to gluten in coeliac patients is current pediatric opinion, Schmitz et al have reported the spontaneous recovery of coeliac disease in children who were maintained on a normal diet with gluten challenges.7 This is particularly significant because the aetiology ofcoeliac disease is still an enigma.
In this study, we have analysed the clinical and the histological features of 15 coeliac patients in a longterm follow up of their disease, and have correlated the occurrence of large granular lymphocytes and natural killer cells within the epithelium of the gut with respect to disease activity.
Methods

PATIENTS
Fifteen patients diagnosed with coeliac disease, according to the revised European Society of Pediatric Gastroenterology and Nutrition (ESPGAN) Criteria,9 were included in the study. The flat intestinal mucosa was identified independently by three investigators with three different methods: stereomicroscopy, histologically stained tissue sections, and scanning electron microscopy.
All the patients have been followed from the time of their first intestinal biopsy for an average period of 15 (±3. 6) All patients were examined regularly in the (Table  I ). This was irrespective of the group to which the patient was initially assigned. Thus, the duodenojejunal epithelium of the permanent coeliac disease group that initially lacked large granular lymphocytes and natural killer cells became repopulated with natural killer cells during a gluten free diet. Seven of the eight patients of the abortive group in our longterm study were clinically asymptomatic. They were living normal lives and were not on a strict gluten free diet. Their most recent antigluten antibody titres were negative for IgA and IgG except for one of the eight who had a low antigluten IgG titre.
This was in sharp contrast with the permanent coeliac group where 100% of patients had to adhere to a strict gluten free diet. Four of the seven patients in this group, however, were still on a strict gluten free diet and were living relatively normal lives. The other three admitted that they had ingested gluten once or several times a week. Two are now 20 and 26 years of age and their current body weight is below the third percentile. The weight to height indices was 81% and 91% respectively. The third patient (25 years) had a normal weight to height index (100%). All three suffered from pronounced iron deficient anaemia and from severe diarrhoea periodically. Neither the age when coeliac disease was diagnosed nor the duration of the gluten free diet before the rechallenge differed significantly between the two groups (Table II) . Furthermore, there was no significant difference in the age of both groups when the rechallenge with gluten was initiated (Table II) . During the rechallenge all patients developed mucosal relapse. Although the rechallenge time was the same in both groups, patients with permanent coeliac disease developed flat mucosa significantly more often than those in the abortive group (Tables III, IV) . In addition, patients with permanent coeliac disease initially had a significantly lower weight to height index, and their clinical relapse characteristics were more pronounced during rechallenge with gluten; they failed to thrive and suffered with diarrhoea and abdominal pains far more than those with abortive coeliac disease (Table IV) . There was no significant difference between the two groups at the initial examination with regard to muscular hypotonia, the occurrence of anaemia, osteoporosis, as well as antigluten antibody titres during rechallenge with gluten. 
Discussion
Using the number of large granular lymphocytes and natural killer cells within the epithelium of the mucosa of the small intestine as a criterion has enabled us to identify two distinctly different groups of patients with coeliac disease that hitherto were considered to be a single entity. No inverse correlation was found to exist between the severity of the initial mucosal lesions and the number of large granular lymphocytes and natural killer cells within the epithelium of the gut. There was a more pronounced response of the intestinal mucosa to gluten in patients with permanent coeliac disease although the duration of the challenge was the same for both groups, and it was not related to the duration of time of the gluten free diet before challenge (Table III) . Therefore, the severity of the mucosal pathology seems to be correlated with the occurrence of intraepithelial large granular lymphocytes and natural killer cells rather than to the duration of the challenge, and as well as the time of the gluten free diet. This contradicts the findings of Shmerling and Franckx who considered that the duration of gluten challenge was an important factor in the pathological reaction of the mucosa.'0 Although there are many intraepithelial lymphocytes in the gut, the large granular lymphocytes cells are but one type characterised by the presence of large granules within the cytoplasm. The cells are thought to be derived from the null cell line which do not consistently carry markers of either T or B cells. It is currently believed that this population of cells contains the majority of natural killer and antibody dependent cellular cytotoxic effectors. Only one third of these cells were positive for Leu-11 marker.
The results of our longterm study of patients with coeliac disease has confirmed what gastroenterologists have repeatedly advised over the years -that is, that patients with permanent coeliac diease must be maintained on a life long strict gluten free diet. Unfortunately, adherence to such a diet is not popular with teenage patients. It appears from our study that the 
